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The MAILING DATE of this communication appears on the cover sheet with the correspondence address - 
Period for Reply 

A SHORTENED STATUTORY PERIOD FOR REPLY IS SET TO EXPIRE Three MONTH(S) FROM 
THE MAILING DATE OF THIS COMMUNICATION. 

- Extensions of time may be available under the provisions of 37 CFR 1 .136(a). In no event, however, may a reply be timely filed 
after SIX (6) MONTHS from the mailing date of this communication. 

- If the period for reply specified above is less than thirty (30) days, a reply within the statutory minimum of thirty (30) days will be considered timely. 

- If NO period for reply is specified above, the maximum statutory period will apply and will expire SIX (6) MONTHS from the mailing date of this communication. 

- Failure to reply within the set or extended period for reply will, by statute, cause the application to become ABANDONED (35 U.S.C. § 133). 

- Any reply received by the Office later than three months after the mailing date of this communication, even if timely filed, may reduce any 
earned patent term adjustment. See 37 CFR 1.704(b). 
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2a)Q This action is FINAL. 2b)D This action is non-final. 

3) D Since this application is in condition for allowance except for formal matters, prosecution as to the merits is 

closed in accordance with the practice under Ex parte Quayle, 1935 CD. 11, 453 O.G. 213. 
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4) Q Claim(s) 5. 7-10, 15-17. 19 and 24 is/are pending in the application. 
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5) D Claim(s) is/are allowed. 

6) H Claim(s) 5. 7-10, 15-17. 19 and 24 is/are rejected. 

7) D Claim(s) is/are objected to. 

8) D Claim(s) are subject to restriction and/or election requirement. 

Application Papers 

9) D The specification is objected to by the Examiner. 

10)D The drawing(s) filed on is/are: a)Q accepted or b)D objected to by the Examiner. 

Applicant may not request that any objection to the drawing(s) be held in abeyance. See 37 CFR 1.85(a). 

The proposed drawing correction filed on is: a)D approved b)D disapproved by the Examiner. 

If approved, corrected drawings are required in reply to this Office action. 
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Attachment(s) 

1 j □ Notice of References Cited (PTO-892) 4) □ Interview Summary (PTO-41 3) Paper No(s). . 

2) □ Notice of Draftsperson's Patent Drawing Review (PTO-948) 5) □ Notice of Informal Patent Application (PTO-1 52) 

3) □ Information Disclosure Statement(s) (PTO-1 449) Paper No(s) . 6) Q Other: 



U S Patent and Trademark Office 

PTO-326 (Rev 04-01) 



Office Action Summary 



Part of Paper No 12 




Application/Control Number: 09/730. 1 74 Page 2 

Art Unit: 1644 

DETAILED ACTION 

1. Claims 5, 7-10. 15-17. 1 9 and 24 are pending. 

2. In view of the amendment filed 12/27/02. the following objection and rejections remain. 

3. The drawings, filed 12/5/00. stand not approved Please see enclosed PTO C >4X. Notice of 
Draftspersons Patent Drawing Review. Appropriate action is required. 

4. The following is a quotation of the first paragraph of 35 U.S.C 1 12: 

The specification shall contain a w ritten description of the invention, and of the manner and process of making 
and using it. in such fulL clear, concise, and exact terms as to enable any person skilled in the art to which it 
pertains, or with which it is most nearly connected, to make and use the same and shall set forth the best mode 
contemplated bv the inventor of carrv ing out his nn enlion. 

5. Claims 5 and 19 are rejected under 35 U.S.C. 1 12. first paragraph, because the specification, 
while being enabling only for (1 ) a method for producing an antibody to the N-terminal portion of 
( 1 -84) PTH useful in the determination of intact PTH 1-84 levels in a biological sample, the 
method comprising the steps: a) administering a first peptide antigen to a host animal to induce 
antibody production against said first peptide antigen in said host animal, said first peptide 
antigen being selected from the group consisting of SEQ ID NO: 3-6. (1-34) PTH and (1-84) 
PTH; b) monitoring antibody titer produced by said administration of said antigen to said host 
animal; c) extracting antisera produced in said host animal by said host animal; d) isolating and 
selecting at eat one antibody from said antisera extracted in step c) by affinity chromatography 
utilizing a second peptide antigen selected from the group consisting of SEQ ID NO: 3-6; (2) the 
said method w herein said host animal is selected from the group consisting of mice, rabbits and at 
least one goat; (3) the said method wherein the (1-3) PTH or (1-84) PTH is selected from the 
group consisting of humans, rats. mice, bovines. dogs, and pigs; (4) the said method w herein said 
first peptide in step a) has a earner protein coupled therewith and (5) a test kit and analytical 
procedures used for determination of bioactive intact PTH utilizing the antibody produced by said 
method, does not reasonably provide enablement for a method as set forth in claim L ) w herein in 
step a), said at least one peptide antigen "comprises" a formula selected from the group 
consisting of SEQ ID NO: 3. SEQ ID NO 4, SEQ ID NO: 5 and SEQ ID NO: 6 for PTH 
detection assay . The specification does not enable any person skilled in the art to which it 
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pertains, or with which it is most nearly connected, to make and use the invention commensurate 
in scope with these claims. 

Factors to be considered in determining whether undue experimentation is required to 
practice the claimed invention are summarized In re Wands (858 F2d 73 1, 737. 8 
USPQ2d 1400. 1404 (Fed. Cir. 1988)). The factors most relevant to this rejection are the scope 
of the claim, the amount of direction or guidance provided, the lack of sufficient working 
examples, the unpredictability in the art and the amount of experimentation required to enable 
one of skill in the art to practice the claimed invention. The specification disclosure is insufficient 
to enable one skilled in the art to practice the invention as broadly claimed without an undue 
amount of experimentation 

The specification discloses only a method of producing antibodies that bind specifically 
to SEQ ID NOS: 3-6 by immunizing a host with a peptide selected from the group consisting of 
SEQ ID NO: 3-6. a peptide consisting of amino acid residues 1-34 of human PTH. or a full length 
parathyroid hormone from humans, rats. mice, bovines, dogs and pigs as depicted in Figures 1 
and 2 for PTH binding assays. 

The specification does not teach how to make any antibody for the claimed method 
because the term "comprising" in claim 19 is open-ended. It expands the peptide antigen to 
include additional amino acids at either or both ends, There is insufficient guidance as to 
structure of the peptide antigen having the undisclosed amino acids. Further there are no 
working example in the specification to demonstrate that immunizing a host with any undisclosed 
peptide antigen would generate antibody that binds specifically to a second peptide antigen such 
as SEQ ID NO: 3-6 (that are fragments of PTH). 

Kubv a al\ of record, teach that immunizing a peptide comprising a contiguous amino 
acid sequence of 8 amino acid residues or a protein derived from a full-length polypeptide may 
result in antibody specificity that differs from antibody specificity directed against the native 
full-length polypeptide. Given the indefinite number of undisclosed amino acids that can be 
added, it is unpredictable which undisclosed peptide antigen would be useful for am purpose 

Colman ct aL of record, teach that even a single ammo acid changes within the interface 
of an antibody-antigen can raise or lower the affinity of the antibody (See page 33. in particular). 

Aba/a ct aL of record, teach that e\en a single amino acid substitution outside the 
antigenic site can exert drastic effects on the reactivity of a protein with monoclonal antibody 
against the site (See abstract, in particular). Given the indefinite number of undisclosed amino 
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acid sequence to be added to the first peptide antigen (without the specific structure such as the 
specific amino acid residues), it is unpredictable which undisclosed peptide antigen would 
produce antibody that binds specifically to a peptide selected form the group consisting of SEQ 
ID NO: 3-6 for the claimed method. 

For these reasons, it would require undue experimentation of one skilled in the art to 
practice the claimed invention. See page 1338, footnote 7 of Ex parte Aggarwaf 23 USPQ2d 
1334 (PTO Bd. Pat App. & Inter. 1 W2). In re wands. 858 F.2d at 737. X USPQ2d at 1404 (Fed. 
Cir. 1988), the decision of the court indicates that the more unpredictable the area is, the more 
specific enablement is necessary. In view of the quantity of experimentation necessary, the lack 
of w orking examples, the unpredictability of the art, the lack of sufficient guidance in the 
specification and the breadth of the claims, it would take an undue amount of experimentation for 
one skilled in the art to practice the claimed invention. 

Applicants' arguments filed 12/27/02 have been fully considered but are not found 
persuasive. 

Applicants* position is that the claims have been amended and the claimed methods are 
directed to a very discrete and limited ammo acid sequences and do not encompass any peptide 
antigens. 

In respond to Applicant's arguments, amended claim 19 still recites peptide antigen 
comprise a formula selected from the group consisting of SEQ ID NO: 3-6. The specification 
does not teach how to make any antibody using any peptide antigen, much less for detecting 
intact PTH (1-84) and having minimal activity to PTH 7-84 or binds to any peptide such as SEQ 
ID NO: 3-6 because the term "comprising" is open-ended. It expands the peptide antigen to 
include additional amino acids at either or both ends. There is insufficient guidance as to 
structure of the peptide antigen having the extra undisclosed amino acids. Further, there are no 
working example in the specification to demonstrate that immunizing a host with any undisclosed 
peptide antigen would generate antibody that binds specifically to a second peptide antigen such 
as SEQ ID NO 3-f, (that are fragments of PTH). let alone having minimal acti\it\ to PTH 7-84. 
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6. Claims 5 and 1 9 are rejected under 35 U.S.C 1 12, first paragraph, as containing subject matter 

which was not described in the specification in such a way as to reasonably convey to one skilled 
in the relevant art that the inventor, at the time the application was filed, had possession of the 
claimed invention. 

The specification does not reasonably provide a written description of a method as set 
forth in claim 9 wherein in step a), said at least one peptide antigen "comprises" a formula 
selected from the group consisting of SEQ ID NO: 3. SEQ ID NO: 4. SEQ ID NO 5 and SEQ ID 
NO: 6 for PTH detection assay. 

The specification discloses only a method of producing antibodies that bind specifically 
to SEQ ID NOS: 3-6 by immunizing a host with a peptide selected from the group consisting of 
SEQ ID NO: 3-6. a peptide consisting of amino acid residues 1-34 of human PTH, or a full length 
parathyroid hormone from humans, rats. mice, bovines. dogs or pigs as depicted in Figures 1 and 
2 for PTH binding assays. 

Other than the specific first peptide antigens mentioned above for a method of producing 
antibodies useful in the determination of bioactive PTH levels in a biological sample, there is 
inadequate w ritten description about the structure of any first peptide antigen "comprises" a 
formula selected from the group consisting of SEQ ID NO: 3. SEQ ID NO: 4. SEQ ID NO: 5 and 
SEQ ID NO: 6 because the term ^'comprising" in claim 1 9 is open-ended. It expands the peptide 
antigen to include additional amino acids at either or both ends. 

Further, given the lack of a w ritten description of any additional representative species of 
first peptide antigen other than SEQ IN NO: 3-6. one of skill in the art would reasonably conclude 
that the disclosure fails to provide a representative number of species to describe the genus. Thus. 
Applicant was not in possession of the claimed genus. Sec University of California v. Eli Lilly 
and Co. 43 USPOld 1398. 

Applicant is directed to the Revised Interim Guidelines for the Examination of Patent 
Applications Under the 35 U.S.C. 112.* 1 "Written Description" Requirement. Federal Register. 
Vol oh No 4. pages luvv-1 ML Friday January 5. 2001. 

Applicants" arguments filed 12/27/02 have been fully considered but are not found 
persuasive. 

Applicants* position is that claims have been amended and the claimed methods are 
directed to a very discrete and limited amino acid sequences and do not encompass any peptide 
antmens. 
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In respond to Applicant's arguments, amended claim 19 still recites peptide antigen 
comprise a formula selected from the group consisting of SEQ ID NO: 3-6. The specification 
does not teach how to make any antibody for the claimed method because the term ' comprising" 
is open-ended. It expands the peptide antigen to include additional amino acids at either or both 
ends. There is insufficient guidance as to structure of the peptide antigen having the extra 
undisclosed amino acids Further, there arc no working example in the specification to 
demonstrate that immunizing a host with any undisclosed peptide antigen would generate 
antibodv that binds specifically to a second peptide antigen such as SEQ ID NO: 3-6 (that are 
fragments of PTH). 

7. The following is a quotation of the appropriate paragraphs of 35 U.S.C. 102 that form the basis 
for the rejections under this section made in this Office Action: 

A person shall be entitled to a patent unless - 

( h) the invention was patented or described in a printed publication in this or a foreign country or in public use or on 
sale in this country, more than one year prior to the date of application tor patent in the United States. 

8. Claims 5. 7. 9. 15. 16. 19 and 24 are rejected under 35 U.S.C. 102(b) as being anticipated by US 
Pat No 4.341.755 (of record. July 1982. PTO 892). 

The '755 patent teaches a method for producing antibodies useful for determining intact 
human or bovine PTH levels comprising the steps of administering at least a first peptide antigen 
such as human PTH wherein the peptide is within the range about 65-84 to a host animal such as 
chicken to induce antibody production against the reference first peptide in said host animal, 
monitoring antibody titer produced by said host animal and isolating antisera produced by said 
host (See entire document, column 7. lines 19-23. in particular). The reference antibody is 
capable of binding to a second peptide antigen such as intact human PTH w hich comprises the 
claimed formula of SEQ ID NO: 3 (See column 7. line 22. in particular), or intact bovine PTH 
having or comprising the claimed formula of SEQ ID NO: 6 (See column 7. line 33. in particular) 
or rat PTH comprising the claimed formula of SEQ ID NO: 5 (See column 7. line 39. in 
particular). The '755 patent teaches the antibodies can be raised m rabbits and other animals (See 
column 8. lines 65-66. in particular). The reference peptide antigen is within the range about 65- 
84 of bovine or human PTH is labeled such as 1-125 (See column 7. line 48-50. column 9. lines 
47-53. in particular). The '755 patent further teaches that the reference antibodies are useful in a 
kits for determining bioactive intact PTH (See column 8. line 61-63. Claims of '755. in 
particular). The term "comprises" is open-ended. It expands the claimed peptide antigen to 
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include the reference peptide antigen. The claimed antibodies having ''minimal reactivity to PTH 
7-84" would include the reference antibodies because the claimed antibodies still bind albeit to a 
less extend. Given that the claimed peptide antigen appears to be the same as that of the 
reference peptide antigen and since the Patent Office does not have the facilities for examining 
and comparing the antibodies of the instant invention to those of the prior art, the burden is on 
applicant to show that the prior art antibody is different from the claimed antibody. See In re 
Best. 562 F 2d 1252. 195 USPQ 430(CCPA 1977). Thus, the reference teachings anticipate the 
claimed invention. 

Applicants' position is that (1) the claims have been amended. (2) the claimed method 
for producing an antibody for detecting intact 1-84 PTH while having minimal reactivity to 7-84 
PTH by administering a first peptide antigen selected from the group consisting of SEQ ID NO: 
3-6. (1-34)PTH and (1-84)PTH. and the selected antibodies binds to a second peptide antigen 
selected from the group consisting of SEQ NO 3-6. (3) The reference antibodies are not directed 
against the extreme N-tcrminal amino acids of PTH and much less directed against the specific 
sequence of SEQ ID NO: 3-6. (4) The same could not be utilized in applications to distinguish 
between intact (1-84)PTH and the (7-84)PTH fragments. 

In respond to Applicants* arguments, the term "comprising" in open-end. It expands the 
first peptide antigen to include additional amino acids at either or both ends to read on the 
reference peptide antigen such as human recombinant rPl-34. Further, the reference antigen 
peptide is w ithin about 65-84 of human or bovine PTH (See column 7, lines 48-50, in particular) 
which would include the claimed antigen peptide. The ^755 patent further teaches the reference 
antibodies are useful in a kit for detecting intact (1-84) PTH (See column 8. line 61-63. Claims of 
'755. in particular). 

In respond to Applicants' arguments that the claimed antibodies have minimal reactivity 
to 7-84PTK the limitation "having minimal ractivity to 7-84PTH* has no support in the 
specification as filed. Further, the claimed antibodies having "minimal reactivity to PTH 7-84" 
would include the reference antibodies because the claimed antibodies still bind PTH albeit to a 
less extend 

In respond to Applicants' arguments that the claimed antibodies bind to SEQ ID NO: 3-6, 
the term "comprising" in npen-end It expands the first peptide antigen to include additional 
ammo acids at either or both ends to read on the reference peptide antigen. Given that the first 
peptide antigen appears to be the same as the prior art. and since the Patent Office does not have 
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the facilities for examining and comparing the antibodies of the instant invention to those of the 
prior art. the burden is on applicant to show that the prior art antibody is different from the 
claimed antibody. See In re Best. 562 F.2d 1252. 195 USPQ 430(CCPA 1977). In the absence of 
a side by side comparison, the rejection is maintain for reasons of record. 

9. The following is a quotation of the appropriate paragraphs of 35 U.S.C. 103(a) that form the basis 
for the rejections under this section made in this Office Action: 

A person shall be entitled to a patent unless: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set forth in 
section 102 of this title, if the differences betw een the subject matter sought to be patented and the prior art are 
such that the subject matter as a whole would have been obvious at the time the invention was made to a person 
having ordinary' skill in the art to which said subject matter pertains. Patentability shall not be negatived by the 
manner in which the invention was made. 

1 0. This application currently names joint inv entors. In considering Patentability of the claims under 
35 U.S.C. 103(a). the examiner presumes that the subject matter of the various claims was 
commonly owned at the time any inventions covered therein were made absent any evidence to 
the contrary. Applicant is adv ised of the obligation under 37 CFR I 56 to point out the inventor 
and invention dates of each claim that was not commonly owned at the time a later invention was 
made in order for the examiner to consider the applicability of 35 U.S.C. 103(c) and potential 35 
U.S.C. 102(e). (f> or (g) prior art under 35 U.S.C. 103(a). 



11. Claims 5 and 8-10 are rejected under 35 U.S.C. 103(a) as being unpatentable over US Pat No. 
4.341.755 (of record. July 1982. PTO 892) in view of Harlow et al (of record, in Antibodies a 
Laboratory Manual. 19X8. Cold Spring harbor laboratory publication. Cold Spring Harbor. NY. 
pages 92-94. pages 323-358). 

The teachings of the *755 patent have been discussed supra. 

The claimed invention in claim 8 differs from the teachings of the reference only that the 
method wherein the host animal is a goat. 

The claimed invention in claim 10 differs from the teachings of the relerence only that 
the method wherein the antibody further includes a label covalentlv attached thereto said label 
being selected from the group consisting of radioactive, fluorescent, enzymatic and dye tracers. 

Harlow ct ul teach a method of producing polyclonal and monoclonal anuhod\ and the 
choice of animal such as goat, rabbit, mice for immunization is determined by (1) the amount ot 
serum desired. (2) the evolutionary distance between the species from which the antigen is 
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isolated, and (3) how much antigen is available (See page 93, in particular). Harlow et at teach 
that immunizing a host animal such as sheep (goat) give large volumes of sera (See page 93, in 
particular) and the antigens such as PTH derived from human, mice. rat. bovine and dog are 
evolutionary distant from sheep (See page 93. in particular). Harlow et al further teach a method 
of labeling any antibody such as radioactive iodine, enzyme such as peroxidase, alkaline 
phosphatase, fluorochromc such as flourcsccin. rhodamine. Texas red and dye tracer (See page 
323-358. in particular). The advantages of radiolabeling antibody are easy to quantitate ; easy to 
label directly and with high sensitivity while the advantages of enzyme or fluorochromes labeled 
antibody are long shelf life, and high sensitivity (See page 322. in particular). 

Therefore, it would have been obvious to one of ordinary skill in the art at the time the 
invention was made to produce polyclonal antibody by immunizing a goat, mice or rabbit as 
taught by Harlow et al with the human PTH w ithin the range of about 65-84 peptide antigen as 
taught by the "755 patent and covalently attached a label such as radioisotope, fluorescent, 
enzymatic and dye tracers to said antibody as taught by Harlow et al. From the combined 
teachings of the references, it is apparent that one of ordinary skill in the art would have had a 
reasonable expectation of success in producing the claimed invention. 

One having ordinary skill in the art would have been motivated to do this because Harlow 
et al teach immunizing host animal such as sheep (goat) give large volumes of sera (See page 93, 
in particular) and the antigens such as PTH derived from human, mice, rat bovine and dog are 
evolutionary' distant from sheep (See page 93, in particular). Harlow et al further teach the 
advantages of radiolabeling antibody are easy to quantitate. easy to label directly and with high 
sensitivity while the advantages of enzyme or fluorochromes labeled antibody are long shelf life, 
and high sensitivity (Sec page 322. in particular). The labeled antibodies are useful for 
determining PTH levels in biological sample as taught by the '755 patent 

Applicants' arguments filed 12/27/02 have been fully considered but are not found 
persuasive. 

Applicants" position is that ( 1 ) the claims ha\ e been amended (2) the claimed method 
for producing an antibody for detecting intact 1-84 PTH while having minimal reactivity to 7-84 
PTH hv administering a first peptide antigen selected from the group consisting of SEQ ID NO 
V6. (1-34)PTH and (1-X4)PTH. and the selected antibodies binds to a second peptide antigen 
selected from the group consisting of SEQ NO: 3-6. (3) the teachings of the reference w hether 
alone or in combination w ith anv of the cited references w ould not convey to one skilled in the art 




Application/Control Number: 09/730.174 
Art Unit: 1644 



Page 10 



the method which an antibody can be derived which is capable of detecting intact (1-84) PTH 
while having minimal cross-reactivity with (7-84) PTH fragments. (4) One skilled in the art 
would not motivated to modify Lindall (the '755 patent) directed to the C terminus of PTH to 
derive Applicants' invention as now claimed. 

In respond to Applicants* arguments, the term "comprising" in open-end. It expands the 
claimed first peptide antigen to include additional amino acids at either or both ends to read on 
the reference peptide antigen. Further instant claim 5 also recites (1-X4)PTH and instant claim 
15 recites that the first peptide antigen is from humans. 

In respond to Applicant s arguments that the claimed antibodies detect intact 1-84 PTH 
while having minimal reactivity to 7-84PTH and binds to SEQ ID NO: 3-6, given that the 
claimed immunogen appears to be the same as that of the prior art and the Patent Office does not 
have the facilities for examining and comparing the antibodies of the instant invention to those of 
the prior art. the burden is on applicant to show that the prior art antibody is different from the 
claimed antibody. See In re Best. 562 F.2d 1252. 195 USPQ 43()(CCPA 1977). In the absence of 
a side by side comparison, the rejection is maintain for reasons of record. 

In respond to Applicant's arguments that the claimed antibody is capable of detecting 
intact (1-84) PTH while having minimal cross-reactivity with (7-84) PTH fragments, the 
arguments of counsel cannot take the place of objective evidence in the record. In re Schulze . 
145 USPQ 716. 718 (CCPA 1965). 

In response to applicants' argument that there is no suggestion to combine the references, 
the examiner recognizes that references cannot be arbitrarily combined and that there must be 
some reason why one skilled in the art would be motivated to make the proposed combination of 
primary and secondary references. In re Nomiya. 184 USPQ 607 (CPA 1975). However, there is 
no requirement that a motivation to make the modification be expressly articulated. The test for 
combining references is w hat the combination of disclosures taken as a w hole w ould suggest to 
one of ordinary skill in the art. In re McLaughlin, 170 USPQ 209 (CCPA 1971). References are 
^aluatcJ b\ what the\ Miggc^t to one vuseJ in the art. rather than b\ their specific disclosures. 
In re Bozek. 163 USPQ 545 (CCPA 1969). In this case, the "755 patent teaches a method of 
making antibodies to PTH for detection of intact hPTH. Harlow a ai teach that immunizing host 
animal such as sheep (goat) give large volumes of sera (See page 93. in particular) and the 
antigens such as PTH demed from human, mice. rat. bovine and dog are evolutionary distant 
from sheep (See page 93. in particular). Harlow c( al further teach the advantages of 
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radiolabeling antibody are easy to quantitate, easy to label directly and with high sensitivity while 
the advantages of enzyme or fluorochromes labeled antibody are long shelf life, and high 
sensitivity (See page 322. in particular). The labeled antibodies are useful for determining PTH 
levels in biological sample as taught by the '755 patent 

Claims 5 and 17 are rejected under 35 U.S.C. 103(a) as being unpatentable over US Pat No 
4 34 1 755 (Julv 1 982. PTO 892) m view of 1 lemnch et al (J Biol Chem 259(5): 3320-3329. 
March 1984; PTO 892). 

The teachings of the '755 patent have been discussed supra. 

The claimed invention in claim 1 7 differs from the teachings of the reference only that 
the method wherein the first peptide antigen is (1-84) PTH selected from the group of species 
consisting of humans, rats, bovines. and pigs. 

Heinnch et al teach the amino acid sequence of rat parathyroid hormone is highly 
conserved near the N-terminus among the various species such as bovine, humans, pigs (porcine) 
(See Abstract. Fig 9. in particular) and this conservation in the NH2 terminus of PTH (+1 to +15) 
region is consistent with the analyses of synthetic fragments and analogs of PTH that have shown 
for full biological activity (See page 3328. column 1. second full paragraph, in particular). 

Therefore, it would hav e been obv ious to one of ordinary skill in the art at the time the 
invention was made to substitute the first peptide antigen as taught by the '755 patent for the 
intact full length (1-84) PTH from humans, bovine, rats, or porcine as taught by Heinrich et al for 
a method for producing antibodies useftil in the determination of PTH lev els in a biological 
sample as taught by the '755 patent. From the combined teachings of the references, it is 
apparent that one of ordinary skill in the art would have had a reasonable expectation of success 
in producing the claimed invention. 

One having ordinary skill in the art would have been motivated to do this because 
Heinrich et al teach the amino acid sequence of rat parathyroid hormone is highly conserv ed near 
the N-terminus among the \ arious species such as bu\ine. human>. pi^> (porcine) (Set, Abstiact. 
Fig 9. in particular) and this conserv ation in the NH2 terminus of PTH (+1 to +15) region is 
consistent with the analyses of synthetic fragments and analogs of PTH that have show n for full 
biological activity (See page 3328. column 1. second full paragraph, in particular) The '7vS 
patent teaches that antibodies to PTH are useful for determining bioactive intact PTH (See 
column 8. line 61-63. Claims of '755. in particular). 



Application/Control Number: 09/730,174 
Art Unit: 1644 



Page 12 



Applicants* arguments filed 12/27/02 have been fully considered but are not found 



persuasive. 



Applicants* position is that (1) the teachings of the reference whether alone or in 
combination with any of the cited references would not convey to one skilled in the art the 
method w hich an antibody can be derived w hich is capable of detecting intact (1-84) PTH while 
having minimal cross-reactivity with (7-84) PTH fragments. (2) One skilled in the art would not 
motivated to modify Lmdall (the "755 patent) directed to the C terminus of PTH to derive 
Applicants" invention as now claimed. 

In response to applicants* argument that there is no suggestion to combine the references, 
the examiner recognizes that references cannot be arbitrarily combined and that there must be 
some reason w hy one skilled in the art would be motivated to make the proposed combination of 
primary and secondary references. In re Nomiya. 1 84 USPQ 607 (CPA 1 975). However, there is 
no requirement that a motivation to make the modification be expressly articulated. The test for 
combining references is w hat the combination of disclosures taken as a whole w ould suggest to 
one of ordinary skill in the art. In re McLaughlin. 170 USPQ 209 (CCPA 1971). References are 
evaluated by what they suggest to one versed in the art. rather than by their specific disclosures. 
In re Bozek, 163 USPQ 545 (CCPA 1969). In this case, the '755 patent teaches a method of 
making antibodies to PTH for detection of intact hPTH. Heinrich et al teach the amino acid 
sequence of rat parathyroid hormone is highly conserv ed near the N-tcrminus among the various 
species such as bovine, humans, pigs (porcine) (See Abstract. Fig 9 r in particular) and this 
conservation in the NH2 terminus of PTH (+1 to +15) region is consistent w ith the analyses of 
svnthetic fragments and analogs of PTH that have show n for full biological activity (See page 
3328. column 1. second full paragraph, in particular). 

In respond to Applicant s arguments that the claimed antibody is capable of detecting 
intact (1-84) PTH while having minimal cross-reactivity with (7-84) PTH fragments, the 
arguments of counsel cannot take the place of objective evidence in the record. In re Schulze . 
i 45 USPQ 7ib. 7 i 8 (CCPA 1965). 

13. The following new grounds of objection and rejection are necessitated by the amendment filed 



12/27/02 
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14. Claim 24 is objected to because "Test kits" should have been "A test kit". 

15. The following is a quotation of the first paragraph of 35 U.S.C. 112; 

The specification shall contain a written description of the invention, and of the manner and process ol making 
and using it, in such full clear, concise, and exact terms as to enable any person skilled in the art to which it 
pertains, or with which it is most nearly connected, to make and use the same and shall set forth the best mode 
contemplated bv the inventor of cany nig out his invention. 

16. Claims 5. 7-10. 15-17. 19 and 24 are rejected under 35 U.S.C. 1 12. first paragraph, containing 
subject matter which was not described in the specification in such a way as to reasonably convey 
to one skilled in the relevant art that the inventor(s). at the time the application was filed, had 
possession of the claimed invention. This is a new matter rejection. 

The "having minimal reactivity to PTH 7-84" in Claim 5 represents a departure from the 
specification and the claims as originally filed. Applicant has not pointed out the support for said 
phrase. Further, the specification discloses on page 13 paragraph bridging page 14 that isolated 
antibodies will have the specificity for the antigenic region of PTH corresponding to amino acid 
residue sequences 2-12. 1-1 2 r 2-15. and 1-15 or any combination thereof. 

17. No claim is allowed. 

18. Applicant's amendment necessitated the new ground(s) of rejection presented in this Office 
action. Accordingly. THIS ACTION IS MADE FINAL. See MPEP § 706.07(a). Applicant is 
reminded of the extension of time policy as set forth in 37 CFR 1.136(a). 

A shortened statutory period for reply to this final action is set to expire THREE 
MONTHS from the mailing date of this action. In the event a first reply is filed within TWO 
MONTHS of the mailing date of this final action and the adv isory action is not mailed until after 
the end of the THREE-MONTH shortened statutory period, then the shortened statutory period 
will expire on the date the advisorv action is mailed, and any extension fee pursuant to 37 
CFR 1. 136(a) will be calculated from the mailing date of the advisory action. In no event, 
however, will the statutory period for reply expire later than SIX MONTHS from the date of tins 
final action. 
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19. Any inquiry concerning this communication or earlier communications from the examiner should 
be directed to "Neon" Phuong Huynh whose telephone number is (703) 308-4844. The examiner 
can normally be reached Monday through Friday from 9:00 am to 6:00 p.m. A message may be 
left on the examiner's voice mail service. If attempts to reach the examiner by telephone are 
unsuccessful, the examiner's supervisor Christina Chan can be reached on (703) 308-3973. Any 
inquiry of a general nature or relating to the status of this application should be directed to the 
Technology Center 1600 receptionist whose telephone number is (703) 308-0 1 9b. 

20. Papers related to this application may be submitted to Technology Center 1 600 by facsimile 
transmission. Papers should be faxed to Technology Center 1600 via the PTO Fax Center located 
in Crystal Mall 1 . The faxing of such papers must conform to the notice published in the Official 
Gazette. 1096 OG 30 (November 15. 1989). The CM1 Fax Center telephone number is (703) 
305-7401. 



Phuong N. Huynh. Ph.D. 
Patent Examiner 
Technology Center 1600 
March 24 ; 2003 
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